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IN THE CLAIMS: 

Please amend the claims to have the status and content indicated in the following listing 
of claims, wherein any cancellation of claims is made without prejudice. 
Claim 1 (currently amended): A method of diagnosis of onset of endotoxemia or sepsis 
due attributable to Gram negative bacterial infection said method comprising 
monitoring of the degree of AP occupancy of LTO (Lipu H ulj*MLLlumdc ) 
lip^l ysarchari^ (r****** "LPS" hereinafter! binding sites on alkaline phosphatase 
in a sample of ti ssue or fluid derived form from, a patient, wherein the degree of AP 
(Alkaline Pho*phataoc) occupancy is associated with m presence or absence of Gram 
negative bacterial infection. 

Claim 2 (currently amended): A method according to claim 1, wherein the degree of AP 
occupancy of LPS binding sites on alkaline phosphatase in the sample is lower than that 
tV>o dPgree of ormpancv of LP S binding sites on alkaline phosphate of an equivalent 
sample typ e of from an individual free of Gram negative infection. 

Claim 3 (currently amended): A method according to claim 1, wherein the degree of AP 
occupancy of LPS binding sites on alkaline phosphatase hi a jumple oi tissue or fluid 
derived from a patient, is monitored over a period of time, and, wherein a decline of the 
degree of AP occupancy indicates Gram negative bacterial infection. 

Claim 4 (currently amended): A method according to claim 1, wherein the fluid is, 
serum and the degree of AP occupancy of LPS binding sites on alkaline phosphatase in 
the sample is determined and wherein onset of decline in the degree of AP occupancy 
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indicates onset of Gram negative bacterial infection. 

Claim 5 (currently amended): A method according to claim 1 wherein the degree of AP 
occupancy of LPS binding sites on alkaline phosphatase may also can additionally , 
indicate a mixed o r singlc infection of Gram negative and Gram positive bacteria. 

Claim 6 (currently amended): A method according to claim 1 wherein the method 
rnTnpH fiPSfi iihj e ctin^the sample is sub j ec t e d to binding with a ligand having affinity for 
the LPS binding site on alkaline phosphatase followed by a determination of 
determining the degree of binding of the ligand. 

Claim 7 (currently amended): A method according to claim 1 wherein the LPS binding 
sites are occupied bv one or more ligands, haying af finity for the LPS binding site tm 
alkaline phosphatas e is t"» K gand or Uganda beinjg selected from the group consisting 
of naturally occurring ligands, chemically modified or genetically modified derivatives 
of natural LPS binding site binding substances? and, chemically produced ligands. 

Claim 8 (currently amended): A method according to claim 1, wherein the sample is 
subjected to binding with a ligand having affinity for the LPS binding site on alkaline 
phosphatase and, wherein the ligand is s elected from the group consisting.oj LPS, Lipid 
A, and LPS binding site antibody against alkaline phosphatase, a Fab fragment with 
LPS binding site binding ability on with alkaline phosphatase, a single chain fragment 
of an immunoglobulin having LPS binding site binding activity on with alkaline 
phosphatase. 

PAGE 9/8* RCVD AT 2/1712004 3:03:1? PM [Eastern Standard T|me] * SVR:USPTO-EFXRF-2/4_* D§:7468000 ' CSffljUSPTO " DURATION (mm-ssj:05-18 



USPTO 2/17/2004 3:03 PM PAGE 10/023 Fax Server 

TO : COMPANY : 

FEB-17-2004 15=16 P. 09/22 



Claim 9 (currently amended): A method according to claim* g, wherein the LPS 
binding site binding ligand has at least the affinity for the LPS binding site of alkaline 
phosphatase of LPS 

Claim 10 (currently amended): A method according to claim i 8, wherein the LPS 
binding site binding ligand has at least the affinity for the LPS binding site of alkaline 
phosphatase of lipid A. 

Claim 11 (previously amended): A method according to claim 1 wherein the degree of 
AP occupancy of LPS binding sites on alkaline phosphatase is determined by 
assessment of the dephosphorylating capacity of alkaline phosphatase in the sample. 

Claim 12 (currently amended): A method according to claim 11, wherein the ratio of 
dephosphorylating alkaline phosphatase to non^dephosphorylating alkaline 
phosphatase is determined. 

Claim 13 (currently amended): A method according to claim 12, wherein the ratio of 
dephosphorylating alkaline phosp hatase to nnn-dephosphorvlating alkaline 
phosphatase is determined uaing Ihc values ob t aine d by assessment of total alkaline 
phosphatase activity using biochemical methods to determine dephosphorylating 
activity* and by assessment of total amounts of alkaline phosphatase, optionally using 
ergr-antibodies or othe rwise suitable discriminating entities and fey. calculating the ratio 
of these values. 
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Claim 14 (currently amended): A method according to claim 1 wherein the sample is 
from a cholestasis-free patient. 

Claim 15 (previously amended): A method according to claim 1 wherein the method 
also comprises a further assay of a sample from the patient for another disease related 
to increase of alkaline phosphatase activity, said further assay employing a method 
avoiding determination of alkaline phosphatase level- 
Claim 16 (currently amended): A method according to claim 15 wherein the further 
assay is carried out when no decline in AP occupancy of LPS binding sites of alkaline 
phosphatase according to Ihe method of any of claims 1-^14 is detected. 

Claim 17 (previously amended): A method according to claim 1, wherein the sample is 
taken from an individual at risk of Gram negative bacterial infection. 

Claim 18 (currently amended): A method according to claim 17 wherein the sample is 
taken from an individual either both prior to and following trauma or shortly after 
having undergone trauma, wherein the trauma in pailiculai c o ncerns comprise 
surgery, burns or ischemic traumas. 

Claim 19 (previously amended): A method according to claim 1 wherein the sample is 
taken from an individual during hospitalization. 

Claim 20 (currently amended): A method according to claim 1 wherein the sample is 
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taken a number of times over during a period of time and the data are compared thus 
i l l ailing t2Jg^l ¥h " J™ " 1 " f Ar> jjg gree of alkaline phosphatase binding sitq 
occupancy over time. ^% ^ 

Claim 21 (currently amended): A method according to claim i 20 wherein the period of 
time is as long as the individual is at risk of infection i.e. during hospitalization or post 
trauma recovery, during illness, injury, pregnancy, hospitalization and post trauma 
recovery 

Claim 22 (currently amended): A method according to claim 1 wherein the result of the 
assay is compared to a standard value Lima xe veal in& to reveal whether the degree of 
AP occupancy is indicative of endotoxemia or sepsis or the risk t h ere o f of endoto^eiriia 
or sepsis . 

Claim 23 (currently amended): A method according to claim 1 wherein the sample is a 
blood serum sampl e &eleiL e d from Lh e group c onsis t ing of blood and Lissue, said bloo d 
sam p l e fo r e xam p l e being scrum, and Lhe t issue being oth e r titan bon e and said t issue 
for exampl e being s e lec te d from \Wov and intes t ine . 

Claims 24-35 canceled. 

Claim 36 (currently amended) A method or use according to claim 1 wherein the 
m et hod is c arried out ona sample is selected d er iv e d from the group of individuals 
consisting of a patient, a n individual patient at risk of Gram negative bacterial infection, 
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an individual patient prior to or after trauma , an individual duiiiig hospitaliza t ion §£& 
a hospitalized patient 

Claim 37 (new): A method of diagnosis of onset of endotoxemia or sepsis due to Gram 
negative bacterial infection the method comprising monitoring alkaline phosphatase 
activity in a patient blood serum sample to detect a decline of alkaline phosphatase 
activity indicative of onset of Gram negative bacterial infection. 

Claim 38 (new): A method according to claim 37 wherein the decline of serum alkaline 
phosphatase activity is determined by comparing the result of an assay for alkaline 
phosphatase activity with an equivalent sample from an individual free of Gram 
negative infection or with a standard value to indicate whether the decline is indicative 
of endotoxemia or sepsis or the risk of endotoxemia or sepsis. 

Claim 39 (new): A method according to claim 37 wherein multiple alkaline phosphatase 
activity determinations are made during a period of time and the data are compared to 
reveal the activity level over time. 

Claim 40 (new): A method according to claim 37 wherein the sample is from a 
cholestasis-free patient or a cholestasis-free patient at risk of Gram negative bacterial 
infection, a cholestasis = free patient prior to or after trauma, or a hospitalized cholestasis^ 
free patient. 

Claim 41 (new): A method according to claim 38 wherein multiple alkaline 
p AM«3'RCM™ 
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phosphatase activity determinations are made during a period of time and the data axe 
compared to reveal the activity level over time and wherein the sample is from a 
cholestasis-free patient or a cholestasis-free patient at risk of Gram negative bacterial 
infection, a choiestasiszfree patient prior to or after trauma, or a hospitalized cholestasis- 
free patient- 
Claim 42 (new): A method according to claim 41 comprising subjecting the sample to 
binding with a Ugand having affinity for the LPS binding site on alkaline phosphatase 
followed by determining the degree of binding of the ligand wherein the ligand is 
selected from the group consisting of LPS, Lipid A, and LPS binding site antibody 
against alkaline phosphatase, a Fab fragment with LPS binding site binding ability on 
with alkaline phosphatase, a single chain fragment of an immunoglobulin having LPS 
binding site binding activity on with alkaline phosphatase. 

Claim 43 (new): A method according to claim 42 comprising determining the ratio of 
dephosphorylating alkaline phosphatase to non-dephosphorylating alkaline 
phosphatase. 

Claim 44 (new): A method according to claim 42 wherein the sample is taken from an 
individual either both prior to and following trauma or shortly after having undergone 
trauma, wherein the trauma comprises surgery, burns or ischemic traumas. 
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